PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY REPORT ON PATE 

(Chapter II of the Patent Cooperation Treaty) 

(PCT Article 36 and Rule 70) 




Applicant's or agent's file reference 
SP-P2092PC00 



International application No. 
PCTyEP2005y051241 



FOR FURTHER ACTION 



See Form PCT/1PEA/416 



International filing date (day/rnon\r\fyear) 
17.03.2005 



Priority date (day/fnonth/year) 
19.03.2004 



International Patent Classification (IPC) or national classification and IPC 
INV. C07D209/12 C07D401y06 A61K31/404 A61 P9/1 0 A61 P9/12 



Applicant 

SPEEDEL EXPERIMENTA AG et all. 



1 This report is the international preliminary examination report, established by- this International Preliminary Examining 
Authority under Article 35 and transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

3. This report is also accompanied by ANNEXES, comprising: 

a 12 sent to the applicant and to the International Bureau) a total of 12 sheets, as follows: 

M sheets of the description, claims and/or drawings which have been amended and ar^ 

and/or sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 60/ or tne 
Administrative Instructions). 

□ sheets which supersede earlier sheets, but which this Authority considers contain an a ^ en ^ent that goes 
beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. I and tne 
Supplemental Box. . 
b. □ (sent to the International Bureau only) a total of (indicate type and number of a 

sequence listing and/or tables related thereto, in electronic form only as indicated in the supplemental box 

Renting to "sequence Listing (see Section 802 of the Administrative Instruct.ons). 



4. This report contains indications relating to the following items: 



M Box No. I Basis of the report 

□ Box No. II Priority . 

H Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial appi.cab.l.ty 

□ Box No. IV Lack of unity of invention 

m Box No V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

□ Box No. VI Certain documents cited 

□ Box No. VII Certain defects in the international application 

M Box No. Vlll Certain observations on the international application 



Date of submission of the demand 



09.11.2005 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Office - Gitschiner Str. 1 03 

JD-10958 Berlin 
Tel. +49 30 25901 -0 
Fax: +49 30 25901 - 840 



Date of completion of this report 



27.07.2006 



Authorized officer 
Hass, C 

Telephone No. +49 30 25901-340 



Form PCT/tPEA/409 (Cover Sheet) (April 2005) 



INTERNATIONAL PRELIMINARY REPORT 
ON PATENTABILITY 



International application No. 
PCT/EP2005/051241 



Box No. I Basis of the report 



1 . With regard to the language, this report is based on 

13 the international application in the language in which it was filed 

□ a translation of the international application into , which is the language 
of a translation furnished for the purposes of: 

□ international search (under Rules 12.3(a) and 23.1(b)) 

□ publication of the international application (under Rule 12.4(a)) 

□ international preliminary examination (under Rules 55.2(a) and/or 55.3(a)) 

2. With regard to the elements* of the international application, this report J '^^<!^^£^ 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in mis 
report as "originally filed" and are not annexed to this report): 

Description, Pages 

1_73 as originally filed 

Claims, Numbers 

1-12 filed with telefax on 09.11.2005 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4. □ This report has been established as if (some of) the amendments anne^ 

had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in tne 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. » 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability . . — ■ ■ 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect ot. 

□ the entire international application, 

M claims Nos. 12 (with regard to industrial applicability) 
because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed (specify). 

H no international search report has been established for the said claims Nos. 1 2 (with regard to industrial 
applicability) 

□ a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

□ furnish a sequence listing on paper complying with the standard P^^SoS£^S£^ 
Administrative Instructions, and such listing was not available to the International Preliminary 
Examining Authority in a form and manner acceptable to it. 

□ furnish a sequence listing in electronic form complying with ^^S^^^Si pEK&ry 
of the Administrative Instructions, and such listing was not available to the International preliminary 
Examining Authority in a form and manner acceptable to it. 

□ pay the required late furnishing fee for the furnishing of a sequence listing in response to an 
invitation under Rules 13ter.1(a) or (b) and 13ter.2. 

□ a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant 
did t£ wrthin The described time limit, furnish such tables in ele ctro were ntt 
requirements Drovfcied for in Annex C-bis of the Administrative Instructions, and such tables were not 
Sole ^SSLtonS Preliminary Examining Authority in a form and manner acceptable to ,t. 

□ the tables related to the nucleotide and/or amino acid sequence listir » H \r ^^^^onT 
comply with the technical requirements provided for in Annex C-bis of the Administrative instructions. 

El See separate sheet for further details 
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Box No. V Reasoned statement u nder Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations suppor ting such statement _ _ 

1. Statement 



Novelty (N) 



Yes: Claims 1-6,8-12 
No: Claims 



Inventive step (IS) 



Yes: Claims 10-12 
No: Claims 1-9 



Industrial applicability (IA) 



Yes: Claims 1 -1 1 
No: Claims 



2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VIII Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 



see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claim 12 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no international preliminary examination 
will be carried out with respect to the industrial applicability of the subject-matter of this 
claim (Article 34(4) (a) (I) PCT). 



Re Item V . 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 
V.1 Cited documents 

D1 : WO 03/050073 A (ELAN PHARMACEUTICALS, INC; PHARMACIA & UPJOHN 
COMPANY; TENBRINK, RUTH;) 19 June 2003 (2003-06-19) 

D2- WO 02/40007 A (NOVARTIS AG; NOVARTIS-ERFINDUNGEN 

VERWALTUNGSGESELLSCHAFT M.B.H; HEWIT) 23 May 2002 (2002-05-23) 

D3: EP-A-0 678 503 (NOVARTIS-ERFINDUNGEN 

VERWALTUNGSGESELLSCHAFT M.B.H; NOVARTIS AG) 25 October 1995 

(1995-10-25) 

D4: WOOD J M ET AL: "Structure-based design of aliskiren, a novel orally effective 
renin inhibitor" BIOCHEMICAL AND BIOPHYSICAL RESEARCH 
COMMUNICATIONS, ACADEMIC PRESS INC. ORLANDO, FL, US, vol. 308, 
no. 4, 5 September 2003 (2003-09-05), pages 698-705, XP004447169 ISSN: 
0006-291 X 

The indicated designations will be used throughout the examination procedure. 
V.2 Novelty 

V.2.1 The applicant has amended claim 1 such that it does no longer include the 
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definition that R 6 is a "polycyclic, unsaturated hydrocarbon radical". This part had been 
considered to overlap with the subject-matter of D1 , claims 3 and 4, where the 
corresponding moiety A can also be an optionally substituted naphthyl (see D1 pages 281 
and 282). However, the part deleted from the definition of R 6 has now become the object 
of a newly introduced claim 7 (former claims 7 to 1 1 have been renumbered to claims 8 to 
12). It seems that the remaining definitions of the substituents R , R , R , R and R 
remained the same so that the overlapping subject-matter has not been deleted, but has 
only been transferred to the new claim 7. It is thus noted that a novelty-destroying 
overlapping portion is still present in the claims, namely the subject-matter of claim 7 
overlaps with the subject-matter of D1, claims 3 and 4. Consequently, the subject-matter of 
claim 7 now on file cannot be considered novel. 

V 2 2 The subject-matter disclosed in D2 to D4 is not novelty-destroying since the 
compounds of D2 to D4 do not have the group NR 1 R 2 in the very position as in the present 
compounds. 

V.3 Inventive step 

V 3 1 According to the description, the problem underlying the present application is 
to provide further compounds having renin-inhibitory activity and are therefore useful in the 
treatment of e.g hypertension, glaucoma and cognitive discorders. 

V 3 2 Concerning the pharmacological activity profile (the "mode of action"), D2 to D4 
are to be considered as closest prior art. However, as to the chemical structure, D1 , 
example 8 is considered as closest prior art since this compound differs from the present 
ones only in that the R 6 -corresponding moiety is unsubstituted phenyl, which is not 
included in the list of definitions given for R 6 in the application. Moreover, the compounds 
of D1 are also said to be useful in the treatment of cognitive disorders (see e.g. D1 , 
claim 50). The ^-corresponding moiety in D1 is A. This moiety A can be aryl, cycloa ky , 
heteroaryl so that it is clear from D1 that this feature can be varied without loss of ac ivity. 
In other words, the skilled person learns from D1 that the kind of the mo.ety A (in D1 ) 
which corresponds to R 6 in the application, is not critical in view of the pharmacological 
activity. It is thus noted that with regard to the activity against cognitive disorders the 
compounds of the application are structurally obvious against the generic and specific 
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disclosure of D1 . With this teaching of D1 and with the knowledge of example 8 of the 
same document the skilled person arrives at the present subject-matter, i.e. compounds 
like example 8 of D1 where the phenyl moiety has been replaced or modified, in an 
obvious way. 

V.3.3 It could be argued that the present compounds are said to be useful in the 
treatment of a broader scope of medical conditions than what is said for the D1 
compounds (the D1 compounds are foreseen for the treatment of Alzheimer's and related 
diseases only). However, it is not credible that the mode of action of the D1 compounds is 
different from the present ones because it has not been made clear which very (unique) 
structural difference (that must be a feature of all claimed compounds) causes such 
possible activity difference. 

V 3 4 Therefore it follows that the present subject-matter of claim 1 and of the 
pharmaceutical claims 8 and 9 is an obvious result from the teaching of D1 , with regard to 
the structure and with regard to pharmaceutical activity, if the activity against cognitive 
disorders is considered. Inventive step cannot be thus acknowledged for the subject- 
matter of claims 1 , 8 and 9. 

V 3 5 Claims 2 to 7 (for claim 7, see also the paragraph "Novelty" above) do not bring 
additional technical features which could be considered as basis for the acknowledgement 
of an inventive step either. Therefore the subject-matter of claims 2 to 7 is cons.dered not 
to be inventive either. 

V.4 Industrial applicability 

V.4.1 The subject-matter of claims 1 -1 1 is industrially applicable. 

V.4.2 For the assessment of the present claim 1 2 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use in medical treatment and the use of such a compound for the 
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manufacture of a medicament for a new medical treatment. 



Re Item VIII 

Certain observations on the international application 

Vlll.1 In the claims, for the sake of clarity, the terms "aryl", "heterocyclyl", "polycyclic, 
unsaturated hydrocarbon radical" should have been properly defined according to the 
description. 

VIII.2 In claims 1 and 7, the term "prodrug" occurs, which is defined as to "release a 
compound of formula (I) by a chemical or physiological process". This amended definition 
of "prodrug" is not clear either, because it defines "prodrug" in terms of the result to be 
achieved and it must therefore be considered as a desideratum. 

VIII.3 It is not clear why the claims now contain two independent compound claims 
(claims 1 and 7), both referring to formula (I), but having different definitions with regard to 
R 6 (it has been evaluated in point V.2.1 above that by the introduction of present claim 7 
the overlap against D1 is still present). 
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Claims 



1. Compound of the formula 



OH 




R R 5 NRV 



NR 1 R 2 



(0 



where 

X Is methylene or hydroxymethylene; 
R 1 a) is hydrogen; or 

b) is C^Ca-alkyt, C^C Q -cycloaiky), C r C B -alkanoy), Cj-Ca-alkoxycarbonyl, aryI-C 0 -C 4 -aikyI 
or heterocyclyl-C 0 -C 4 -alkyl. which radicate may be substituted by 1-4 C 7 -Chalky), halogen, 
eyano, oxide, oxo f trrfluoromethyl, d-Ce-alkoxy, C^Cs-alkoxycarbonyl, aryl or heterocyclyl; 

R 2 a) is Ct -Chalky I, C 3 -Ca-cycloalkyl, C^Ca-alkylsulphonyl, C 3 -C^cycfoalkylsulphonyI f aryl- 
Co-Qralkylsulphonyl, heterocyclylsulphonyl, Ca-C^-cycloalkyl-C^Cs-alkanoyl, C 3 -C 12 - 
cycloalkyl-Ca-C 8 -cycloalkanoyl P aiyl-C^Cs-alkanoyi, heterocyclyl-C^Ca-alkanoyl, aryl~C 3 -C 8 - 
cycloatkanoyl. C^Cs-alkanoyl, C, -C 3 -a I koxy ca rbony fi , optionally N-rnono or N,N-dr-C r C 3 - 
alkylated carbamoyl-Co-Cs-alkyl, aryf-Co-C 4 -aIkyl or heterocycfyl-C 0 ~C 4 ~aikyl, which radicals 
may be substituted by 1-4 C^Ca-alkyl, C^-Qrcycloalkyl, C 3 -C 8 -cycIoalkoxy, amino, Ci. s - 
alkylarnino, di~Ci.6-aIky8arnino, C o -C 0 -alkylcarbonylamino F halogen, cyano, hydroxyl, oxide, 
oxo, trifluoromethyl, C r C a -alkoxy, optionally N-mono or N,N-dr-Ci-C a -alkylated carbamoyl, 
C r C e ->alkoxycarbonyl, C^-alkylenedroxy, aryl or heterocyclyl; or 

b) together with Ri and the nitrogen atom to which they are bonded, is a saturated or partly 
unsaturated 4-8-membered heterocyclic ring which may contain an additional nitrogen, oxygen 
or sulphur atom or an -SO- or -S02- group, and the additional nitrogen atom may optionally be 
substituted by C r C d -alkyl, d-Cp-alkanoyl, C^C^-alkoxycarbonyl, aryl or heterocyclyl radicals, in 
which case this heterocyclic ring may be part of a b [cyclic or tricyclic ring system having a total 
of up to 16 members and the second ring may also contain a nitrogen, oxygen or sulphur atom 
or an -SO- or -S02- group, and the nitrogen atom of the second ring may optionally bs 
substituted by CyCValkyl* CVCe-alkanoyl, C r C a -alkoxycarbonyl 9 aryl or heterocyclyl: radicals. 
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and all ring systems mentioned may be substituted by 1-4 CpCa-alkyi, halogen, hydroxyl, oxide, 
oxo, trifluoramethyl, d-Ca-alkoxy, C r C a -alkoxy-C 1 -C e -alkyL CrCa-alkoxy-CrCg-alkoxy, CVCa- 
alkoxycarbonylamino, CrCs-alkylcarbonylamino, C r CValkylamino, N.N-di-CVCa-aikylamrno, 
aryl^Co-Cralkyf, aryloxy-(VC 4 -aIkyI, ary)-C 0 -C 4 -afkyl-C r C 8 -aIkoxy t aryloxy-Co-C^lkyl-C^Ca- 
slkoxy, heterocycly!-C 0 -C 4 -alkyl p heterocydyloxy-CcrC^alkyl, heterocycIyNCp-C^alkyl-CT-Ca- 
alkoxy or heterocyclyloxy-Co-C^alkyl-C^Cs-alkoxy; 
R a is hydrogen, C-rd-alkyI, d-CValkoxycarbony! or C r C 6 -aIkanoyl; 
R 4 is hydrogen, d-d-alky!, d-C^-alkoxycarbonyl or C r C B -alkanoyl; 

R 5 are each independently hydrogen, C r C s -alkyl or, together with the carbon atom to which 
they are bonded, are a C 3 -C 3 =cyc!oalkyIidene radical; 

(A) R B Is a heterocyclyl radical which is substituted by from one to four radicals selected from 
C r C 0 -alkyl ? C^-cycloaJkyL d-a-cycloalkoxy, C^-cycloalkoxy-d-e^alkyl* Qs-b- 
cycloalkoxy-d-e-alkoxy, d-Ce-alkylamino, di-C-pCe-alkylamino, amino-d^-alkyl, 
amino-C E _r-alkoxy, polyhalo-d-e-alkyl, polyhaIo-C z _7-alkoxy, nitro, amino, Ca-d-alkenyl, 
d-Ca-alkoxy, d-Ce-alkanoyloxy, hydroxyl, halogen, oxide. oxo, cyano. carbamoyl, 
carboxy, C^Cg-alkylenedioxy, phenyl, phenoxy, phenylthio, phenyl~d~CValky! or 
phenyl~d-d-a)koxy, each of which are optionally substituted by halogen, d-CValkyl, 
d.B-alkoxy, hydroxyl, C^Ce-alkylamino, dr-C r C g -alkyiarnino, d-e~alkoxycarbony|, 
hydroxy-d-s-alkyl or trffluoromethyf, pyridyicarbonylamino-C^s-alkyf, d-r-alkenyloxy, 
d-a-alkoxy-d-s-alkoxy, C^-afkoxy-C^p-alkoxy-C^-alkyl. rnethoxybenzyloxy, 
hydroxybenzyloxy, rnethylenedioxybensyloxy, dioxolanyl-d^-alkoxy, C^-cyctoalkyl-d, 
e-alkyl, C^a-cycloalkyl-C^s-alkoxy, hydroxy-C 2 .7-alkoxy. carbamoyloxy-C^j-alkoxy, 
pyridylcarbamoyloxy-Cg-r-alkoxy. benzoyloxy-C^r-alkoxy, d-s-alkoxycarbonyl, C 7 _ 6 - 
alkylcerbonylamino, Ci^-alkylcarbonylamino-C^-alkyl, C^-alkylcaitoonylarnino-C^T- 
alkoxy, (N-Ci^-alkylJ-C^B-alKylcarbonyfamino-d^-alkyf, (N-C^alkyfJ-C^ 
aIkylcarbonyIamino-C 2 -7-alkoxy, C^-cycIoalkylcarbonylamlno-C^B-alkyl, C^- 
cycloalkyIcarbonylamino-C 2 ,ralkoxy, C^-alkoxy-C^-alkyl, hydroxy-d-s-alkyl, bydroxy- 
C^T-alkoxy-C^s-alkyl, hydroxy-C 2 ,7-aIkoxy-d-6-alkoxy, Ci^-alkoxycarbonylamlno-C 1-d - 
alkyl, Ci^-alkoxycarbonylamino-C s .7-alkoxy, C^-alkylarninocarbonylamino-C^alkyl, 
C^-alkylaminocarbonyfamino-Cs.T-alkoxy, C^-alMaminocarbonyl-C^-alky^ ds- 
alkylamlnocarbonyl-C^-alkoxy w C 1 ^aHcylaminocarbonyi-C 1 ^alko?<y-C 1 ^-alkyi F cii-d-a- 
alkylamtaoearbonyl-d-s-alkyl, df-C^-alkylaminocartJonyl-C^-alkoxy, C,*- 
alkylcarbonylQxy-G|.6-@lkyl. CL^slkyBcarbonyloxy-Ca^-alkoxy. cyanod.a~a!kyi, cyano- 
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C VQ -alkoxy, 2-oxooxasolidinyl-CLe-aIky}, 2-oxo-oxazolidinyl-C^afkoxy, C^- 
alkoxyearbonyJ-C^alkyl, C^e-aSKoxycarbonyl-C^-alkoxy, C^-alkylsulpbonylamino-Cv 
r alkyl, C^-alkylsuIphonylamino-C^alkoxy. (N-C^e-alkyl^C^-alkylsulphonylamino-Cv 
e-alkyl, (N-C^-alkyQ-C^-alkylsulphonylamino-C^r-alkoxy, Ch^-alkytemino-C^-alky!, 
C 7 -6-aIkylaminoC2.7-alkoxy, di-C^-alkylamino-Cve-alkyl, di-C^-atkylamino-Cs.T-alkoxy, 
C 1 . B -alkylsuiphonyI-C 1 . s -a!kyl > C^-^tkylsulphonyf-CLQ-alkoxy, carboxy-d.Q-alkyI, 
carboxy-C^-afkoxy, carboxy-C^-alkoxy-d^alkyl, C^-alkoxy-CLe-alkylcarbonyl, acyl- 
C^-alkoxy-C^s-alkyl, (N-C^g-allkyf^C^a-alkoxycarboriylamino. (N-hydroxy)-C^- 
alkylaminocarbonyl-Cva-alkyL (N-nydnDxy^d^alkylaminocarbonyl-C^-alkoxy, (N- 
hydroxyJaminocarbonyl-C^s-alkyl, (N-hydroxyJamSnocarbonyl-C^-alkoxy, C^-alkoxy- 
aminocarbonyl-C 1 .e-a!ky!, Q-alkoxyaminocarbonyS-C^s-alkoKy, (N-G^-alkoxyJ-C^g- 
alkyiaminocarbonyl-Cve-aikyl, (W-G^-aiko^-C^-alkyfaminocarbonyif-C^-alkoxy, (N- 
acyl^CLs-alkoxy-CLs-alkylamino, CLe-alkoxy-d-e-alkylcarbamoyl, (N-C^alkylJ-c^- 
alkoxy-Cvs-alkylcarbamoyl, d.Q-alkoxy-d-^lkylcarbonyl, C^alkoxy-C^- 
alkylcarbonylamino, (N-C^e-alkyO-Cve-alkoxy-Ct^-alkylcarbonyJamino, 1 -C^e-alkoxy- 
Ct-a-alkylimidazo!-2-yl r 1 -C^-alkoxy-C^-alkyltetrazol-S-yl, 5-C^alkoxy-C^- 
alkyltetrazoM -yl, 2-Ci^-alkoxy-C^B-alkyM-oxoimidazoM-yI, rarbamoyl-C^-alkyl, 
carbamoyl-C 1 „< r alkoxy, C^-alkylcarbamoyl, di-Cvtr-alkylearbarnoyl, C 14r alkyfsulphonyI, 
C^-alkylamfdinyl. acetamidinyi-C 14r aJkylt O-methyloximyl-C^-alkyl, O.N- 
dimetbylhydroxylamino-Cve-alkyl, Cs.s-eycloalkyM^a-alkanoyl, aryl-C^-alkanoyl or 
heterocycIyl-C^-alkanoyl, or else pyridyl, pyridyloxy. pyridyithio, pyridylamfno, pyridyl- 
Ci_s-alkyl, pyridyl-C^-alkoxy, pyrimidinyl, pyrimidinyloxy, pyrimedinylthio. 
pyrimidiny!amino, pynmidinyJ-C^-aikyl, pyrimidiny.-C 1 . B -alkoxy, thienyi, thienyl-C^- 
alkyl, thienyI-C?„a-a!koxy„ fury!, furyl-C^-aikyi or furyl-C^-alkoxy, each of which is 
optionally substituted by halogen, C^s-aJkyl, C^-alkoxy or dihydroxy-C,.^ 
alkylaminocarbonyl, piperidinoalkyl, piperidinoalkoxy, piperidmoalkoxyalkyl, 
morphclinoalkyl, rnorpholinoalkoxy, morpholinoa!koxyalkyl f piperazinoalkyl, 
pjperazinoalkoxy, piperazinoalkoxyalkyl, [1,2,4HriazoM-ylalkyl. [1,2 F 4Hriazo$-1- 
ylalkoxy, [1 P 2,4]-triazo!-4-ylalkyl, [I^HriazoM-ylalkoxy, [1 ,2,4]-oxadiaOTi-5-ylalkyl r 
[1 9 2,4J-oxadiazol-5-y!aJkoxy r 3~methyl-[l ,2 T 4]-oxadiazol-5-ylalkyl, 3-methyJ-[1 ,2,4}- 
oxadiazof-S-y&alkoxy, 5-rnethyl-[1 P 2 P 4]-oxadiazoI-3-y!alkyl r 5-methyl-[1 ,2,4]~oxadiazol-3- 
ylalkoxy, tetrazoM-ylalkyl* tetrazokl -ylalkoxy, tetrazol-2-ylaIkyl, tetrazol-2-yla/koxy, 
tetrazol-5-ylalkyl, tetrazol-S-ylalkoxy, 5-meihyl-f etrazol-1 -ylalkyl, 5-metftyl-tettazof-1- 
ylalkoxy, £hiazol«4-yJafkyIp thlazoI-4-ylalKoxy, oxazot-4-yialkyl, oxssol-4-ylalkoxy. 2-®xo- 
pyrrolfdinylalkyl, 2-oxo-pyrroIidinyialfcoxy, imidasolylalkyl. imidazolylaitosy. 2-methyl- 
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irnidazolylalkyl. 2-methyl-imidazolyIaIkoxy, N-methylpiperazinoalkyl. N- 
methylpiperazinoalkoxy, N-methylpiperazinoalkoxyalkyJ, dioxolanyi, dioxanyl. 
dithiolanyl, dithianyl, pyrrolidinyl, piperidinyl, piperazinyl, pyrrolyl, 4-methylpiperazinyl, 
morpholinyl, thiornorpholinyi. 2-hydroxymethylpyrrolidinyl, 3-hydroxypyrrolidinyl, 3,4- 
dihydroxypyrrolidinyl, 3-acetamidomethylpyrrolidiny!, 3-C^-aIkoxy-Ci.e-alkyl- 
pyrrolidinyl, 4-hydroxypipEridinyl r 4-oxopiperldinyl, 3,5-dimethylmorpholinyl, 4 T 4~ 
dioxothiomorpholinyl. 4-oxothiomorpholinyI, 2,6-d*methylmorphoIinyl r 2-oxo- 
imidazolidinyl, 2-oxooxazolidrnyl, 2-oxopyrrolldinyI, 2-oxo-[1 f 3]oxazinyl, 2-oxo- 
tetrahydropyrimidinyl and the -0-CH 2 CH(OH)CH 2 NRx radical where NR X Is a mono- or 
di-d^-alkylamino, piperidino, morpholino, piperazino or N-methySpiperazino radical; or 

(B) R Q is phenyl substituted by CVCe-alkylenedioxy, furyl, thienyf, pyridyi, pyrimidyl, indo!yl r 
quinolinyl, pyrazinyj, iriazolyl, imidazoiyl, benzothfazolyl, pyranyl, tetrahydropyranyl, 
azetidinyl, morpholinyl, tetrahydroquinolyl, tetrahydroisoquinolyl, quinazolinyf, 
quinoxalinyl, isoquinolyi, benzo[b]thienyl, isobenzofuranyl. benzoimidazolyl. 2- 
oxobenzoimidazolyl, oxazolyl, thfazolyl, pyrrolyl, pyrazolyl, triazinyl, 
dihydrobenzofuranyl, 2~oxodihydrobenzo [d}[1 ,3]oxazinyl, 4-oxodihydroimidazofyl, 5- 
oxo^H[1.2,4]triazinyl, 3-oxo-4H-benzo [1 ,4]thiazinyf, tetrahydroquinoxalinyi, 1,1.3- 
trioxodihydro-2H-1 X s -benzo[1 ,4]thiazinyl, 1-oxopyridyi, dihydro-3H- 
benzo[1 .4Joxazinyl, 3,4-dihydro~2H-benzo[1 ,4joxaziny) f 

2-oxotetrahydroberizo[e][1 ,4]diazepinyl, 2-oxodihydrobenzo[e][1 ,4Jdiazepinyl, 1 H- 
pyrrolizinyl, phthalazinyl, 1-oxo-3H-isobenzofuranyf. 4-oxo-3H-thieno[2,3-d] 
pyrimidinyl, 3oxo-4H-benzo[1 0 4]oxazinyl, [1,5)napbthyridyl, dihydro-2H-benzo 
[1 ,4]thiazinyl, 1 >dioxodihydro-2H-benzo[1 ,4Jthiazinyl, 2-oxo-1 H-pyndo[2,3-b] 
[1,4Joxazinyl, dihydro-1 H-pyrido[2,3-b][1 ,4]oxazinyl, 1H-pyrTolo{2,34>Jpyrtdyl, benzo 
[1,3]dioxolyl, benzooxazolyl, 2-oxobenzooxazolyl, 2-*>xo-1.3-dihydroindolyI, 
2,3-<3ihydroindolyl, indazofyl, benzofuranyl, dioxolanyl, dioxanyl, dithiolanyl, dithianyl, 
pyrrolidinyl, piperidinyl, piperazinyt, 4-rnethylpiperazinyl, morpholinyf, thiomorpholinyl, 
2-hydroxymethylpyrroiidinyl, 3-hydroxypyrrolidinyl, 3,4-dihydroxypyrrolidinyl, 
4-hydroxypiperidinyl, 4-oxopiperidinyl. 3,5~dimethylmorpholinyl, 4,4-dioxothfo- 
morpholinyl, 4-oxothiomorpholinyl, 2,6-dimethyImorpbolinyS, tetrahydropyranyl, 
2-oxoimidazolidiny|, 2-oxooxazoiidinyl, 2«oxopiperidinyl„ 2-oxopyrrolidinyI, 
2-oxo[1.3]oxazinyl P 2-oxoazepanyl, or 2-oxotetrahydropyrimidinyl; 

or a prodrug thoreof, which, on in vivo appJication, raleass a compound of formuJa (I) by a 
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chemical or physiological process, 

or in which one or more atoms have been replaced by their stable, non-radioactive isotopes, 
or a salt thereof. 

2. Compound according to Claim 1, characterised in that It corresponds to the formula (la) 



R 2 is Cj-Cs-alkyf, C 3 -C a -cycloalkyl, C r C fl -alkylsulphonyl, Ca-C Q -cycloalkyisulphonyI, aryl~C 0 - 
Cfl-alkylsulphonyj, Ca-C^c^cloalkyf-C^Cg-alkanoyl, Ca-dr-cycIoalkyl-C^-Ca-cycloalkanoyl. 
aryhCi-Ca-alkanoyl, heterocyclyl-Ci-Ca-alkanoyl, CrC 8 -alkanoyJ or aryl-Co-C^-alkyl, which 
radicals may be substituted by 1-4 Ci-C Q -a!kyI, Qj-Ca-cycloalkyl, Qa-Ca-cycloalkoxy. C 0 -C 5 - 
aikylcarbonylamino, halogen, cyano, hydroxy!, oxide, trifluoromethyl, CpCs-alkoxy or 
optionally N-mono- or N t N-dt-CrC 9 -alkyIated carbamoyl. 

4. Compound according to Claim 1 or 2 ? in which 
R 1 a) is hydrogen; or 

b) is d-Ca-alkyl or C 3 ~Ce-cycloalkyl; 
R z a) is Ci-Ca-alkyi, C 3 -C 8 -cyc)oaIkyl« C^Cg-alkanoyl, heterocyclyf-CrC s -alkanoyl. C^C 12 - 
cycloalkyl-d-Ca-afkanoyl or aryl-d-Ca-alkanoyl, which radicals may be substituted by 1-4 C^ 
C 3 -alkyf, C^-alkylamino, cyano, halogen, hydroxy!, C^CB-alkanoylamino, C^Ce-alkoxy, 
oxide, oxo, trifluoromethyl or aryl; or 

b) together with R 1 and the nitrogen atom to which they are bonded, is a saturated or 
partly unsaturated, 4-8-membered heterocyclic ring which may contain an additional nitrogen 
or oxygen atom, in which case the additional nitrogen atom may optionally be substituted by 
Gt-Ceralky8 or C-rCValkanoyl, in which case this heterocyclic ring may be part of a bicydic or 
tricyclic ring system having a total of up to 16 ring members and the second ring may also 
contain a nitrogen or oxygen atom, and the nitrogen atom of the second ring may optionally 
be substituted by C^Ga-alkyl or C<rC a -aSkanoyl. and all ring systems mentioned may be 




where the substituents are each as defined in Claim 1. 



3, Compound according to Claim 1 or 2, in which 
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substituted by 1-4 (VQr-alkyl, hydroxyl, oxide, oxo, d-Cg-alkoxy, C r C & ^!koxy-C,-e*ralkoxy, 
C^Cft-alkanoylamino or aryloxy~C 0 -C 4 -alkyl«C r C a -alkoxy. 

5. Compound according to Claim 1 or 2, in which 

X is methylene; 

R 1 a) is hydrogen; or 

b) is CpCo-alky! or C 3 -C a -cyclaa[kyl; 
R 2 a) is C,-C a -alkyl T C 3 -C a -cycloalkyl, C^Ce-alkanoyl, heterocyclyl-C^-Ca-alkanoyl, Qrda- 
cycloalkyl-d-C^-alkanoyl or aryl-C^C a -aikanoyi, which radicals may be substituted by 1-4 d- 
Cs-alkyt. C VB -alkyiamino, cyano, halogen, hydroxy!, C 1 -C 9 -alkanoylamino F CrCs-alkoxy, 
oxide, oxo, trjffuorometbyl or ary!; or 

b) together with R 1 and the nitrogen atom to which they are bonded, fs a saturated or 
partly unsaturated, 4-8-rnembered heterocyclic ring which may contain an additional nitrogen 
or oxygen atom, in which case the additional nitrogen atom may optionally be substituted by 
C,-C 8 -alkyI or C r C a -alkanoyl. in which case this heterocyclic ring may be part of a bicyclic or 
tricyclic ring system having a total of up to 16 ring members and the second ring may also 
contain a nitrogen or oxygen atom, and the nitrogen atom of the second ring may optionally 
be substituted by C r C a -alkyl or d-Cs-alkanoyl, and all ring systems mentioned may be 
substituted by 1-4 C^Ce-alkyl. hydroxy!, oxide, oxo, Cj-Cs-alkoxy, C^Ce-alkoxy-C-rCa-alkoxy, 
Cj-Ce-alkanoylamino or aryfoxy<VC 4 -alkyl-CVCe-aJkoxy; 
R* is hydrogen; 
R* is hydrogen; 

R 5 are each independently hydrogen or d-C^-alky! ; and 
R 5 is as defined in Claim 1. 

6. Compound according to one of Claims 1 to 5, in which the R e radical is selected from the 
group consisting of furyl, thienyl, pyridyl, pyrimidyl, indolyl, quinolinyl, benzoimidazolyf, di-d. 
s-alkoxypyrimidinyl, 2- and 5-benzo[bJthienyi, 6- and 7-isoquinolyl. 6- and 7- 
tetrahydroquinolyl, 6- and 74etrahydroisoquinolyl, 6-quinoxalinyl, 6- and 7-quinazolinyl, 
dihydro-3H-benzo[1 ,4]oxazinyI, 3,4-dihydro-2H-ben2o[1 ,4Joxazinyl, 3hoxd-4H- 
benzQ[1 p 4]oxazinyl. 2-oxobensooxazolyl, 2-oxo-1 0 3-dihydroindolyl, 2,3-dihydroindoiyl, 
indazolyl or foensofuranyl; and 

6- and 7-quino!y!, 6- and 7-isoquinolyl, 8- and 7-fetrahydroquinolyI, oxotetrahydroquinolyl, 6- 
and 7-tetrahydiroisoquinoiyl, 6-quinoxalinyl, S- and 7-quinazolinyl, indolyl, dihydro~3H- 
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benzo[1 ,4]oxazinyl, 3,4<Jihydro-2H-benza|;i ,4Joxazsnyl, 3-oxo-3 ? 4-dihydro~2H~ 
benzo[1,4Joxazinyl f 3-oxo-4H-benzo[1 ? 4]oxazinyl, 2-oxob enzooxaso !y! , 2-oxo-2,3- 
dihydrobenzooxazclyl, 2-oxo-1 ,3-dihydroindolyl, 2,3-dihydroindoiyI, indazolyl, benzofuranyl, 
2,3-dihydrobenzothiazinyl. imidazolyl, benzoimidazofyl, pyridlnyl, pyrrolo[2,3-b]pyridinyl, 
pyrrolo[3,2^]pyridinyl, pyrrolo[2,3-cJpyridinyl, pyrrolo[3,2-b]pyridinyl, [1 ,2,3]Mazolo[1 ,5- 
ajpyridinyl, t1,2,4]triazolo[4 f 3-a]pyridinyl, 5midasoI1,2-a]pyrirnidiny! or imidazo[1,5-a]pyridinyl, 
each of which is substituted by from one to four radicals selected from Cvs-alkyl, eyano, oxo, 
oxide, trifluoromethyl, hydroxy!, halogen, carbamoyl, carboxy, C,^-aIk©xy, hydroxy-C^r- 
alkoxy. Ct-a-alkoxy-C^-alkoxy, di-C^-alkylamino, 2,3-dihydroxypropoxy, 2,3- 
dihydroxyprgpoxy-C^e-alkoxy, 2 y 3«dimetboxypropoxy, methoxybenzyloxy, hydroxyfoenzyloxy, 
pbenethyloxy, methylenedlcxybenzyloxy, dioxolanyl-C^-alkoxy, cyclopropyl-C 1 „e-a!koxy, 
pyridylcarbamoyloxy-C^e-alkoxy, 3-morpholino-2-hydroxypropoxy, benzyloxy-C^-alkoxy, 
pteolyloxy, C^s-alkoxycarbonyl, C%e-alkoxy-Ct.9-aIkoxy-Cve-alkyl s C^-alkylcarbonylamino, C 7 . 
a-alkylcarbonylamino-C-i^-alkyU C^alkylcarbonylamino-C^-aJkoxy, (N-CLB-aJkyO-C^ 
alkylcarbonylamrno-C V 0-alkyl, (N-C^-alkylJ-Ci^-alkylcarbonylamlno-Q^-alkoxy, C 3 ^- 
cyc!oalkyIcarbonylamfno-Ci. e -alkyl, C^-cydoalkylcarbonylamino-C^alkoxy, C^-alkoxy-C,^- 
alkyl. hydroxy-C^alkyl, hydroxy-C^alkoxy-C^-alkyl, hydroxy-C^alko^C^s-alkoxy, C^- 
alkoKycarbonylamino-C t -e-a!kyl f C^-alkoxycarbonylamino-Cg.T-alkoxy, 
alkylarninocarbonylamlno-C^-alkyl, Ci^-alkylamfnocarbonylamino-C 2 .r-alkoxy r C^- 
alkylaminocarbonyl-C^-alkyl, C^Q-alkyfaminocarbonyl-C^-alkoxy, C^e-alkylaminocarbonyl- 
C^-alkoxy-C^-alkyl, di-C^e-alkylaminocarbonyl-C^-alkyl, di-C^-alkyJaminocarbonyt-d^- 
alkoxy, C 1 ^-aikyIcarbonyBoxy-Ci^-alkyl, Ci^alkylcarbonyloxy-C^e-alkoxy, cyano-C-^-afkyl, 
cyano~Ci_e-alkoxy, 2<sxoaxazoHdfnyl«-C 1 „ Q -aJkyl, 2-oxooxazolidinyl-C^a-alkoxy, Ci^- 
alkoxycarbonyl-C^s-alkyl, d^alkoxycarbonyl-C-j^-alkoxy, C^-alkyfsulphonylamfno-Cr^ 
alkyl T C^-alkylsulphonylamino-Cs-z-a'koxy, (N-Ci^-alM^C^-alkylsulphonylamfno-Cv^alkyl, 
(N-Ci^-alkyl)-C^-alkylsulphonylamino-C VQ -alkoxy, C 1 . 6 -a!kylamino-*C 1 ^-alkyL C n „e- 
alkylarnlno^C 2 -7-alkoxy, di-C^-alkylamino-C^-alkyl, Di-C^-aIkyIaminc^C 2 _7-alkoxy, C^- 
alkylsulphonyl-C^-alkyl, C^-alkylsulphonyl-C^-alkoxy, carbaxy-C,_ 6 ~alkyl, carboxy-C^- 
alkoxy, carboxy-C 1-Q -alkoxy-Ci.6-a!kyl, C^-alkoxy-Cve-alkylcarbonyl, acyl-C^-alkoxy-Cvs- 
alkyl. (N-C^-alkyO-C^-alkoxy-carbonylamino, (N-hydroxy)-C%B-alkylamlnocarbonyl-C V3 - 
alkyl, (N-hydroxyJ-Ci^-alkylaminocarbonyl-C^alkoxy, (N-hydnDxy)amlnocarbonyl-C lB @-alkyl, 
(N'hydroxy)aminocarbonyl-C 1 . B ~alko^f p C^-alkoxyaminocarbonyl-C^alkyl, 6-alkoxy- 
aminocarbonyl-C^-alkoxy, (N-Ci^lkoxyJ-C^-alkylaminocarbonyl-C^e-alkyl, (W-C^- 
alko^-CLs-alkyls^inocarbonyl-C^-alkoxy, (N-acyO-C^-alkoxy-C^-alkylamtno, C^«alkoxy- 
C^r-alkylcarbamoyl, (N-Cva-alkyO-C^alkQxy-C^-alkylcarbamoyl, C^-altoxy-Cj.*- 
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alkyfcarbonyl, Ci^alKoxy-C^-aikylcarbonylamino, (N-C^g-alkyO-C^-alkoxy-C^- 
alkylcarfoonylamino, l-C^-alKoxy'd.e-aIkylimidazdl-2-yl, 1-C 1 ^alkoxy-C 1 ^alky!t©traEOI-5-yf > 

5- d-e-aikoxy-C^-alkyltetrazol-l-yl, Z-C^-alkoxy-C^-alkyl-^oxoimidazoM-yf, carbamoyl-C,. 

6 - alkyl, carbamoyl-C^-alkoxy, C^-atkylcarbarnoyl, di-CuB-alkylcarbamoyl, C^o- 
alkylsulphonyl, piperidinoalkyt, piperidinoalkoxy, piperidinoalkoxyalky!, morpholinoalkyl, 
morpholinoalkoxy, morpholinoalkoxyalkyJ, plperazinoalkyl, piperazinoalkoxy, 
piperasinoafkoxyalkyl* [1,2,4]-tria2oH-ylalkyl, I1 y 2,4HnazoM-ylaIkoxy f [1,2,4]-triazol-4- 
ylalkyl, [1 ,2^riazaI-4-ylalkoxy, [1 ( 2,4]Hoxad)a2ol-5-ylalkyl 9 [1 ,2,4]-oxadiazol-5-y!alkoxy, 3- 
methyl-H r 2,4]-oxadjaz:ol-5-ylaIkyt. 3-rnethy!-[1 9 2.4]-oxadiazol-5-ylalkoxy, 5-methyl-[1,2,4]- 
oxadfazol-3-ylaIkyl, 5-mothyl-[1,2,4J-oxadiazol-3-ylaBkoxy r tetrazoM -ylalkyl, tetrazoM- 
ylatkoxy, tetrazol-2-ylalkyl. tetrazol-2-ylalkoxy ? tetrazo!-5-ylaJkyl f tetrazol-5-ylaIKoxy, 5- 
methyltetrazol-l-ylalkyl, 5-methyitetrazeM-y!alkoxy, thiazo!-4-y!alkyl, thiazoI-4-yfalkoxy, 
oxazol-4-ylalkyl, oxazoI-4-ylalkoxy, 2-oxopyrrolidinylalkyl, 2-oxopyrrolidfnyIalkoxy, 
irnidazolylalkyl, imidazolylalkoxy, 2-methylimidazolylalkyl, 2-methylimidazoly!aIkoxy, N- 
methylpiperazinoalkyl, N-methylpiperazinoafkaxy, N-methylpiperazfnoalkoxyaJkyl, pyrrolidinyl, 
piperidinyl, piperazinyl, pyrrolyl. 4-metbylpiperazinyK morphoiinyl, thiomorpholinyl, 2- 
hydroxymethylpyrrolidinyl, 3-hydroxypyrrolidinyl, 3 f 4~dihydroxypyrroIidinyl f 3- 
acetamidomethylpyrrolidinyl, S-C^alkoxy-C^-alkyl-pyrroIfdinyl, 4-hydroxypiperidinyl p 4- 
oxopiperidinyl, 3.5-dimethylmorpholinyI F 4,4-dioxothiomorpholinyl, 4-oxothiomorpholinyl r 2,6- 
dimeihylmorpholinyl, 2-oxoimidazolidinyl, 2-oxooxazolidinyl, 2-OTOpymjltdinyl, 2-oxo- 

[1 f 3]oxazinyl and 2-oxotetrahydropyrimidinyl 

7. Compound of the formula 



OH 




where 



X is methylene or hydroxymethylene; 
R 1 a) is hydrogen; or 
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b) is C r C 8 -alkyl, d-C s -eyeIoalkyl. d-d-alkanoy! 9 d-d-alkoxycarbonyl, aryl-d-C^Ikyl 
or hetsrocyclyl-C 0 ~C 4 -alkyl> which radicals may be substituted by 1-4 C-rCa-alkyl, halogen, 
cyano, oxide, oxo, trifluoromethyl, d-d-alkoxy, d-dralkoxycarbonyl, aryl or heterocyclyl; 

R 2 a) is CVCs-alkyl, C 3 -C 0 -cycloalky!, d-d-alkylsulphonyl, C 3 -C a -cycloalkyIsulphonyl, aryl- 
C 0 -C 8 *alkylsulphonyl, heterocyclylsulphonyt, C 3 -C 12 -cyci oalkyt-d -C s -a!ka n oyl , drd;r 
cycloalkyl-Ca-Ca-cycioalkanoyl, aryl-d-Ca-alkanoyl, heterocyclyl-d-d~alkanoyf, aryl~d-C 8 - 
cycloalkanoyl, d-d-alkanoyl, d-C a -a!koxycarbonyl, optionally N-mono or N.N-dhCf-d- 
alkylated ca rbamoy I-Cq- C a -a I kyl , aryl-C 0 -C 4 -alkyl or heterocydy!-C 0 ~C d -alkyl f which radicals 
may be substituted by 1-4 d-d-alky!, C 3 -C g -cycSoalkyl i Qrd-cycloaikoxy, amino, d-s- 
alkyiamino, di-d-e-alkyfamino, C 0 - C 5 -a I kylcarbonylami no, halogen, eyano, hydroxy!, oxide, 
oxo, trifluoromethyl, C^Ca-alkoxy, optionally N-mono or N,N-di-C r C a -alkylated carbamoyl, 
C r C a -alkoxycarbonyl p d-e-alkyienedioxy. aryl or heterocyclyl; or 

b) together with and the nitrogen atom to which they are bonded, is a saturated or partly 
unsaturated 4 T 8-membered heterocyclic ring which may contain an additional nitrogen, oxygen 
or sulphur atom or an -SO- or -502- group, and the additional nitrogen atom may optionally be 
substituted by C r C B -alkyl f d-d-alkanoyl, d-d-alkoxycarbonyl, aryl or heterocyclyl radicals, in 
which case this heterocyclic ring may be part of a bicyclic or tricyclic ring system having a total 
of up to 16 members and the second ring may also contain a nitrogen, oxygen or sulphur atom 
or an -SO- or — S02- group, and the nitrogen atom of the second ring may optionally be 
substituted by C r C 8 -alkyl, d-d-alkanoyl, d-d-alkoxycarbonyl, aryl or heterocyclyl radicals, 
and all ring systems mentioned may be substituted by 1-4 d-d-alky!, halogen, hydroxy!, oxide, 
oxo, trifluoromethyl, d-d-afkoxy, d-G B -alkoxy-d-C B -alkyl, d-d-alkoxy-d~d-alkoxy, d-d- 
alkoxycarbonylamino, d-d-alkylcarbonylamino, d-d-alkyfamfno, N ? N-di-C 7 -C a -alkylamino, 
aryl-Co-d-alkyl, ary!oxy-Co-d-a)kyl, aryl-C 0 -d-alkyf-C r d-alkoxy, aryloxy-d-C 4 -alky!-d-dr 
alkoxy, heterocyclyl-C 0 -C 4 -alkyl, heterocyclyloxy-C 0 -d-alkyl, heterocyclyl-d-d-alky!-d-d- 
alkoxy or heterocyclyloxy-d-d-alkyl-d-d-aikoxy; 
R 3 is hydrogen, d-d-alkyl, d-d-alkoxycarbonyl or d-d-alkanoyl; 
R 4 is hydrogen, d-d-alky!, d-d-alkoxycarbonyl or d-d-alkanoy); 

R 5 are each independently hydrogen. d-d-alkyl or, together with the carbon atom to which 
they are bonded, are a d-d-cydoalkyliden^ radical; 

R s Is an unsubstituted polycyclic, unsaturated hydrocarbon radical or a polycycllc, unsaturated 
hydrocarbon radical which is substituted by from one to four radSea&s selected from C r 
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Cs-alkyl, Cs^-cycloaikyl, C^-cydoaSkoxy, C^-cycloalkoxy-Ci^alkyl, Q^cydoaikoxy- 
C^-afkoxy, C r C 6 -alkylamino, dHC,-C 6 -alkytarnino. arnino-C^-alkyl, amino-C^T-alkoxy, 
pofyhalo-C^-alkyl, pDlyhalo-C^alkoxy, nitre, amino, QrC a -alkenyl. d-Ce-alkoxy, C,~ 
C e -alkanoyloxy, hydroxyl, halogen, oxide, oxo, cyano, carbamoyl, carboxy, C r C 6 - 
alkylenedioxy, phenyl, phenoxy, phenylthio, pheny!~CrC 9 -alkyf or phenyi-C^Cg-alkoxy. 
each of which are optionally substituted by halogen, CVCg-alkyl, C^alkoxy, hydroxy!, 
CrCs-alkylamino, di-C r Ceralky)amino, C^-alkoxycarbonyJ, hydroxy-C^alkyl or 
trifluoromethyi, pyridylcarbonylamino-d^-alkyf, C^y-alkenyloxy, C %6 -alkoxy-Ci„ 9 - 
alkoxy, C^-alkoxy-C^alkoxy-C^-atkyl, methoxybenzyloxy, hydroxybenzyloxy, 
methyle nedioxy benzyl oxy, dioxolanyi-C t . 6 -alkoxy, C^cycloalkyl-Ci^aJkyl, C M » 
cycloalkyhC^-alkoxy, hydroxy-G 2 -7-alkoxy 9 carbamoyJoxy-C 2 -7-alkoxy, 
pyridylcarbamoyloxy-C^alkoxy. benzoyloxy-C 2 _ 7 -alkoxy, C V8 -alkoxycarbony). C ve - 
alkylcarbonylamino. C^-alkylcafoonylamino-Cve-alM* CvB-alkylcarbonylamino-C^ 
alkoxy, (N-C 1 ^alkyf)-C 1 . Q -alkyicarbonylamino-C 1 ^-alkyl, (N-C^-alkyO-C^- 
alkylcarbonylamino-C 2 .r-alkoxy, C^Q-cycloalkylcarbonylarnino-C^-alkyl, C 3 _a- 
cycloalky1carbonylamino-C 2 . ir alkoxy, C^-alkoxy-C^-alkyf, hydroxy-C^alkyl, hydroxy- 
C^r-alkoxy-C^g-alkyf, hydroxy-Cs^alkoxy-C^alkoxy, CvB-alkoxycarbonylamino-C,^ 
alkyl, C^e-alkoxycarbonylamino-Cg.T-alkoxy. C^-alkylaminocarbonylamino-C^-alkyl, 
C 1l>0 -alkylaminocarbonylamino-C2.7-alkoKy, C 1 . e -alkylaminocarbonyJ-C|. s -.alkyl jr C^- 
aikylaminocarbonyl-C^alkoxy, C^-alkylanifnocarbonyKCLB-alkoxy-C^-alkyl, dF-C^B- 
alkyfaminocarbonyl-C 14 ralkyl % di-C^-alkylaminocarbonyl-C^^lkoxy, C^et 
alkylcarbonyioxy-C T : B -alkyl F C^e^kylcarbonyloxy-Cg-e-alkoxy, cyano-C^-alkyl, cyano- 
C^s-alkoxy, 2-oxooxazofidinyl-C 1 _ 6 -alkyJ, Z-oxo-oxazolidinyl-C^alkoxy, C^- 
alkoxycarbonyl-C^-alkyL C^-alkoxycarbonyl-C^-alkoxy, C^s-aSkylsulphonyfamino-C^ 
B-alkyi. C^e-alkylsulphonylamino-Cs-T-alkoxy, (N-C^-alkyO-C^-alkyteulphonylamino-C^ 
Q -alky!, (N-C^G-alkylJ-Cve-alkylsulphonylamino-C^r-alkoxy, C^-aikylamino-C^a-alkyl, 
C^-alkylamino-C^T-afkoxy, di-C^^Ikylamino-Cve-alkyl, di-C^-alkylamino-Cg.r-alkoxy, 
C^-alkylsulphonyl-C^-alkyl, C^-alkylsulphonyl-C^alkoxy, rartjoxy-C^-alkyl, 
carboxy-Ct-s-alkoxy, carboxy-C^B-alkoxy-C^-alkyl, Ci^-alkoxy-C^^lkylcarbonyU acyl- 
C^-aikoxy-C^-alkyL (N-C^-alkyO-CLB-alkoxycarbonylarnino, (N-hydroxy^C^- 
alkylaminocarbonyl-C^-alkyl, (N~hydroxy)-C^-alkylarninocarbonyl-Ci^-alkoxy, {N~ 
hydroxy)aminocarbonyl-C^-alkyl f (N-hydroxyJaminocarbonyl-C^-alkoxy, C^-alkoxy- 
aminocarbonyl-C^alkyJ, 6-aIko;<yarninocarbonyI-Ci^-alkoxy, (N-Ci-^alkQxyJ-Ct^- 
alkylamfnocarbonyl-CLe-alkyl, (N-C^-alko^d^-alkylamlnocar&onyl-C^alko^, (N- 
acyl^C^s-alkoxy-CLB-aSkylamlno, C 1 ^-alk@xy-C i .Q-a8kylcsrtiamoy8 f (N-C^alkyf^C^- 
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alkoxy-c^alkylcarbamoyl, C^-alkoxy-C^alkylcarbonyl, C^-alkoxy-CW 
alkylcarbonylamino, (N-C^e-alky^Ci^alkoxy-Ci^alkylcarbonylamino, l-C^-alkoxy- 
C^-aikylimidazol-2-yl, l-C^-aIkoxy-C^-alkyltetrasol-5-yl, S-C^-alkoxy-Cva- 
alkyltetrazoM -yl, Z-C^e-alkoxy-C^^alkyl-^oxoimidazoH -yl, carbamoy^C^-alkyl, 
carbamoyl-C,^alkoxy, d-e-alkylcarbamoyl, di-C^-alkylcarbamoyl, C^-aJkylsuiphonyl, 
C v8 -alkylamidinyl, acetamfdinyf-C^-alkyt, O-metbyloximyl-C^-alkyi, 0,N~ 
dimethylhydroxylamino-C^-aikyl, C^cycloalkyl-Ct^aJkanoyl, aryf-CWalkanoyl or 
heterocycly^C^Q-alkanoyl, or else pyridyi. pyridyloxy, pyridylthio, pyridyiamino, pyridyl- 
C^g-alkyl, pyridyJ-C^-alkoxy, pyrimidinyi, pyrimidinyloxy, pyrimfdinylthio, 
pyrimidinyfamino, pyrimidinyl-C^alkyl. pyrlmidinyl-C^-alkoxy, thienyl, threnyl-C^e- 
alkyl. thieny»-C 7 ^alkoxy r furyl, furyI~C 14r aikyI or furyl-C^-alkoxy. each of which is 
optionally substituted by halogen, C^-alkyl, C V(r alkoxy or dihydroxy-C vr - 
alkyfaminocarbonyl, piperidinoalkyl, piperidinoalkoxy. piperidinoalkoxyalkyl, 
morpholinoalkyl, morpholinoalkoxy, morpholinoafkoxyalkyf. piperazinoalkyl, 
piperazinoalkoxy, piperazinoalkoxyaikyl, [1,Z f 4Hriazx>M-yIalkyl, [1,2,4>triazol-1- 
ylalkoxy, [1 ,2,4Hriazoh^y!alkyl, [1 ,2,4]-triazol-4-ylalkoxy, [1 , 2,4>oxadiazx>l-3-ylaikyl, 
[1 .2,4]-oxadiazo!-5-ylalkoxy, 3-methyJ-[1 ,2 t 4]-oxadiazol-5-ylaikyl. 3-methy|-[1 ,2,4]- 
oxadiazol-5-ylalkoxy, 5-methyl-[1 ,2,4J-oxadiazol~3~yla!kyl. 5-methyl-I1,2,4]-oxadiazo^3- 
ylalkoxy, tetrazoM-ylalkyl, tetrazoi-1-ylalkoxy, tetrazol-2-ylalkyl, tetrazol-2~y!alkoxy r 
tetrazol-5-ylalkyl, tetrazol-5-yfalkoxy, 5-methyi-tetrazoj- 1 ^yfalkyl , 5-methyl~tetrazoM- 
ylalkoxy, thiazo!-4-ylafkyI, thiazol-4-yialkoxy, oxazol-4-y!alkyl, oxazoM-ylalkoxy, 2-oxo- 
pyrrolfdinylalkyl, 2~oxo-pyrrolidinylalkoxy f imidazolylalkyf, imidazolylalkoxy, 2-methyl- 
imidazolylalkyi. 2-methyl-irnidazolyIalkoxy, N-methylp»perazinoaIkyl, N- 
methylpiperazinoalkoxy, N-methylpiperazinoalkoxyalkyl, dioxolanyl, dioxanyl, 
dithiolanyl, dithianyl, pyrrolidinyl, piperidinyi, piperazinyl, pyrrolyl, 4-rnethylpiperazfnyf, 
morpholfnyl, thiomorpholinyf, 2-hydroxymethylpyrrolidinyf, 3-hydroxypyrrolidinyI, 3,4- 
dihydroxypyrroiidinyt, 3-acstamidomethylpyrrolidinyl, 3-C^-alkoxy-C^-alkyt-. 
pyrrolidinyl, 4-hydroxypiperidinyl, 4-oxopip@ridinyl, 3,5-dimethylrnorpholinyl, 4,4- 
dioxothiomorphoiinyl, 4-oxothiomorpho)inyJ, 2,6-djmethylmorpholinyl, 2-oxo~ 
imidazolidinyl. 2-oxooxazo!idinyl, 2-oxopyrroiidinyl, 2-oxo-p ,3]oxazinyl, 2-oxo- 
tetrahydropyrimidinyl and the -0-CH 2 CH(OH)CH 2 NR, radical where NR* is a mono- or 
di-C^-alkylamino, piperidino, morpholino, piperasino or N-rnethylpiperazino radical 

or a prodrug thereof, which, on in wim application, release a compound of formula (I) by a 
chemical or physiological process, 
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or in which one or more atoms have been replaced by their stable, non-radioactive isotopes, 
or a salt thereof. 



8. Compound according to one of Claims 1 to 6 for use in a method for the therapeutic 
treatment of the human or animal body. 

9. Pharmaceutical preparation comprising, as an active pharmaceutical ingredient, a 
compound according to one of Claims 1 to 6 in free form or as a pharmaceutical^ usable 
salt. 

10. Use of a compound according to one of Claims 1 to 7 for preparing a medicament for the 
treatment or prevention of hypertension, heart failure, glaucoma, myocardial infarction, 
kidney failure or restenoses. 

11. Use according to Claim 10, characterized in that the preparation is effected additionally 
with one or more agents having cardiovascular action, for example a- and p-blockers such as 
phentofamine, phenoxybenzamine, prazosin, terazosin, tolazine, atenolol, metoprolol, 
nadolol, propranolol, timolol, carteolol etc.; vasodilators such as hydralazine, minoxidil, 
diazoxide, nitroprusside, flosequinan etc.; calcium antagonists such as amrinone, bencyclan, 
diltiazem, fendiline f flunarizine, nicardipine, nimodipine, perhexilene, verapamil, gallopamil, 
nifedipine etc.; ACE inhibitors such as cilazapril, captopril, enalapril, lisinopril etc.; potassium 
activators such as pinaeidil; anti-serotoninergics such as ketanserin; thromboxane- 
synthetase inhibitors; neutral endopeptidase inhibitors (NEP inhibitors); angiotensin II 
antagonists; and also diuretics such as hydrochlorothiazide, chlorothiazide, acetazbJamide, 
arniloride, bumetanide, benzthiazide, ethacrynic acid, furosemide, indacrinone, metofazone, 
spironolactone, triamterene chlorthalidone etc.; sympatholytics such as methyldopa, 
clonidine, guanabenz, reserpine; and other agents which are suitable for the treatment of 
hypertension, heart failure or vascular diseases in humans and animals which are associated 
with diabetes or renal disorders such as acute or chronic renal failure. 

12. Method for the treatment or prevention of hypertension, heart failure, glaucoma, 
myocardial infarction, kidney failure or restenoses, characterized in that the human or animal 
body is treated with an affective amount of a compound according to one of Claims 1 to 7. - 
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